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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EPOO/06792 



I. Basis fth report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70, 1 7)): 
Description, pages: 

1-19 as originally filed 

Claims, No.: 

9-14,22 (part). as originally filed 

23-26 

1 -8,15-21 . with telefax of 05/09/2001 

22 (part) 

Drawings, sheets: 

I/4-.4/4 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation fumished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ fumished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 
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4. The amendments have resulted In the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or Industrial applicability; 
citations and explanations supporting sucli statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1 -26 

Inventive step (IS) Yes: Claims 

No: Claims 1-26 

Industrial applicability (lA) Yes: Claims 1-26 

No: Claims 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following obsen/ations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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R S ctionV 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 



D1: WO-A-96/41617 
D2: EP-A-0 908 177 



D1 discloses (see the abstract and claims 1 and 6) pharmaceutical compositions 
comprising an active ingredient (e.g. sleep-inducing and tranquillising substances 
such as diazepam) with release of the latter at successive times and at different 
rates, comprising a first fraction for immediate release and a second fraction for 
delayed/modulated/slow release. In claims 26 and 32 of D1 double-layered 
tablets and capsules comprising two different granulates (one granulate for 
immediate release and one granulate for delayed and programmed release) are 
disclosed. 

D2 discloses (see claim 1) phannaceutical compositions comprising bromazepan 
having a first fraction for quick release and a second fraction for slow release. 



2. The subject-matter of claim 1 is not considered novel (Art. 33(2) PCT) over D1 
and D2, each document taken separately (see above under item 1). 

It is here pointed out that the documents D1 and D2 do not mention a timed dual 
release in which the release rate is zero or is very low during a fixed time and then 
the whole of the drug comprised in the dosage form is released rapidly as in the 
present application. However, the terms "immediate", "delayed" and "fixed time" in 
claim 1 are so vague and unclear that a clear distinction over D1 and D2 is not 
possible. In present claim 1 it appears necessary to define the dual release more 
exactly to obtain a clear distinction over D1 and D2; e.g. by specifying the 
"immediate release", the "fixed time" and the "delayed release pulse" as in 
dependent claims 2, 3 and 6. 
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3. Claims, that are not novel, cannot Involve an inventive step (Art. 33(3) PCT). 

However, it appears that if the applicant overcomes the above-mentioned novelty 
objection, then an inventive step can be acknowledged since D1 and D2 mainly 
relate to a combination of an immediate release and a sustained release over a 
prolonged time whereas the present application relates to obtaining two specific 
release pulses, the first being immediate (lasting up to 30 minutes) and the 
second release only after a fixed time (between 50 and 200 minutes) and being 
rapid (between 30 and 200 minutes). 

4. A positive international preliminary examination report for the subject-matter of the 
dependent claims 2-26 can only be established when they refer to an independent 
claim which meets the requirements of the PCT. 



Re Section VII 

Certain defects in the international application 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1 and D2 is not mentioned in the description, nor are 
these documents identified therein. 



Re Section VIII 

Certain observations on the international application 

1. The term "short-acting" used in claims 1 and 8 is vague and unclear and leaves 
the reader in doubt as to the meaning of the technical features to which it refers, 
thereby rendering the definition of the subject-matter of said claims unclear (Ar- 
ticle 6 PCT). 

It is pointed out that no proof has been provided that the hypnotic "bromazepam" 
according to D2 is not short-acting. 
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15. A pharmaceutical composition according to any one of claims 10 to 13. 
characterised in that the delayed release particles or tablets are coated with a 
mixture containing at least one ammonio methacrylate copolymer and the core 
contains a zwitterionic surfactant. 

5 

16. A pharmaceutical composition according to claim 14. characterised in 
that the cationic surfactant is chosen among trimethyl-dimyristoyl-ammonium 
propionate, dimethyl-dioctadecyl-ammonium bromide, trimethyl-cetyl-ammonium 
bromide, dimethyl-didodecyl-ammonium bromide, benzalkonium chloride, 

10 cetylpyridinium chloride and cetrimide. 

17. A pharmaceutical composition according to claim 15, characterised in 
that the zwitterionic surfactants are chosen among N-alkylbetaines, C-alkylbetaines, 
N-alkylamidobetaines, N-alkylglycines. phosphatidylcholines and lecithines. 

15 

18. A pharmaceutical composition according to claim 16. characterised in 
that the zwitterionic surfactant is cocamidopropylbetain. 

19. A phannaceutical composition according to claim 8, characterised in that 
20 the immediate release entity and the prolonged release entity are administered 

simultaneously but separately. 

20. A pharmaceutical composition according to anyone of claims 1 to 18. 
characterised in that the prolonged release entity comprises a pharmaceutical 

25 acceptable organic acid which can be chosen among tartaric, malic, tumeric, lactic, 
citric, adipic or succinic acid and their acid salts, in the form of racemates or 
isomers. 



21. A pharmaceutical composition according to any one of claims 1 to 20, 
30 characterised in that the short acting hypnotic belongs to the therapeutic classes of 

benzodiazepines. cyclopyrrolones, pyrazolopyrimidines, phenotiazines or 
imidazopyridines. 

22. A pharmaceutical composition according to claim 21, characterised in 
35 that the short acting hypnotic is chosen among triazolam, temazepam, brotizolam, 
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Claims 

1 . A pharmaceutical composition comprising a short acting hypnotic or a salt 
thereof characterised in that it consists of a timed dual release dosage form adapted 

5 to release the short acting hypnotic over a predetermined time period, according to 
an in vitro profile of dissolution when measured in a rotating paddle apparatus of the 
European phamnacopoeia in aqueous buffer at 37**C, comprising two release 
pulses, the first being immediate and the second being delayed by a fixed time after 
the administration. 

10 

2. A phamiaceutical composition according to claim 1 , characterised in that 
the first pulse has a maximum duration of 30 minutes. 

3. A pharmaceutical composition according to claim 1 or 2. characterised in 
1 5 that the fixed time is between 50 and 200 minutes. 

4. A pharmaceutical composition according to claim 3, characterised in that 
the fixed time is between 60 and 150 minutes. 

20 5. A pharmaceutical composition according to any one of claims 1 to 4, 

characterised in that 40 to 70% of the total amount of the short acting hypnotic is 
released during the immediate release pulse. 

6. A pharmaceutical composition according to any one of claims 1 to 5, 
25 characterised in that the delayed release pulse lasts between 30 and 200 minutes. 

7. A pharmaceutical composition according to any one of claims 1 to 6, 
characterised in that the time for release of 85% of the total amount of the short 
acting hypnotic is between 2 and 6 hours. 

30 

8. A pharmaceutical composition comprising a short acting hypnotic or a salt 
thereof characterised in that it comprises two kinds of pharmaceutical entities: one 
immediate release entity and one delayed release entity. 
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This International Search Report has been prepared by this international Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 3 sheets. 

[X] It is also accompanied by a copy of each prior art document dted in this report. 



1. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application In the 
language in which it was filed, unless othenvise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the Intemational application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotjde and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority In computer readbleform. 



2. 
3. 



□ 
□ 
□ 
□ 

□ 

□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of Invention is lacking (see Box II). 



4. With regard to the title, 

Pn the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



With regard to the abstract, 

pn the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as It appears in Box 111. The applicant may, 
* — ' within one month from the date of mailing of this international search report, submit comments to ttiis Authority. 

The figure of the drawings to be published with the abstract Is Figure No. 



I I as suggested by the applicant. [X| None of the figures. 

I I because the applicant failed to suggest a figure. 

I I because tills figure better characterizes th invention. 
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